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COMBPJATI ON THERAPY 

The presait invention relates to a mBliod for Ihe ptoductLcm. of an antiangiyo^nia 
and/or vascular petmeahiUly raducing effect in a wann-"blooded animal such as a human 
S whickis optionally being treated wilh ionising radiatiom. particularly ^mediod for Ihe 
treatment of a cancer, particularly a oancCT involving a solid tinnonr. -vMah wn^sea i&te 
administraiian of AZ132171 in combination with ZDl 839; to apbazmaceutical composltiott 
compnaing AZD2171 and ZD1839; to a combination jMsjduct oomprising AZD2171 and 
ZD1S39 for use in a meAod of treatment of a human or animal body by fiieraRy; to aldt 

1 0 coB^ising AZD2171 and ZD183 9; to the use of AZD2171 and ZDl 839 in ih9 mannfactine 
of a niadicament for use in the production of an antiangi ogsnic and/or vascular pemieability 
redudng eEfect in a ^vam^ilooded animal such as a hmnan ^ch is optioaxally b^ tieated 
wi& ionising radiatiQai. 

Nonnal angiogenesiB plays an inpoTtant role in a variety of processes mdu dir^s 

1 6 emhtyonic development wound healing and several conqianeats of female reprodoctivo 
fumstion. Undesirable or pathological angiogeneais has been associated vwi& disease states 
induding diabetic retinopatiiy, psmiaais, cancer, rheumatoid attimtiB, atheroniB, K^xisi's 
sarcoma and haemangioma (Fan et al, 1995, Timds Phamiaool. SoL 16: 57-66; Folkman, 1995, 
Nature Medidne 1: 27-31). Alteration of vBOularpennsabilify is tfaougbtfopl^ aioleinbofh 

20 ntumal and patiiologioal physiological processes (Cullinan-Bove et al. 1993, Eadocriiiolo©^ 
133: 829-837; Seng©: et al. 1993, Cancer and Metastasis Reviews, 12: 303-324). Several 
polypeptldBS with in vitro endotiielial cell growfli promoting activity have been identified 
induding, acidic and basic fibroblast growth factors (aFGF & bF<^ and vascular enAnhaiiai 
grovrth factor-A (VBGB). By vfatoe of the r^tricted ejqpresaion of its receptors, the growdi 

25 factor activity of YEGF, in contrast to fliat of fte FGFb, is relatively specific towards 
endothelial cells. Recent evidence indicates feat VESf is an important stimulator of both 
normal and pathological angiogenesis (Jakeman et al. 1993, Bndocdaology, 133: 848-859; 
Kolch et al, 1995, Breast Cancer Research and Treatment, 36:139-1 S5) and vascular 
petmeaWKty (Connolly etal. 1989, J. Biol Cham. 264; 20017-20024). Antagonism of VEGBP 

30 action by sequestration of VECT witii antibody ran xesuU in hiMbitiQa of tumour giowfli CEim 

. et al, 1993, Nature 3 62: 841-844). 

RecBptoriyrosina kinases ^TKs) ace important in the tansmiffision of biochemical 
signals across the plasma membrane of cells. These transmambranemdleculeB 
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chaiaoteristically consist of aa esctracallular ligand-bindiuig domain corniected throueh a 
fiegmeait in the plasma membrane to an mtxacellulair lytosine Idnase domain. Binding of ligand 
to the receptor resiits in stixniilaiion of tbe lec^tor-assooiatsd tyrosiM kinase activity which 
leads to phosphmylation of tyiosme residual on both the receptor and other intracellxilar 
S molecules. These changes in tyrosine phosphoiylation initiale & sig^^ 

variety of cellular responses. To date, at least nineteen distinct RTK s\ibfaniiliefi3 defined by 
ammo add sequence homology^ hava been identified, One of Ihese subfamilies la presently 
comprised by the fins-like tyrosine kinase tecept<»r, Flt-1, the kinase insert domain'Containing 
receptor, KDR (also referred to as Flk-1), and another iins-llke tyrosine kinase receptor, Flt-4. 
1 0 Two of these related RTKs. Flt-1 and KDR, have been shown to bind VBGF with high affinity 
(De Vries et al, 1 992, Science 255: 9i^991; Tennan et al, 1992, Biochem. Biopihys. Res. 
Comm. 1992, 1 87: 1579-1 586). Binding of VEGSF to these receptors expressed in heterologous 
cells has been associated with, changes in the tyrosine phosphorylation status of cellular 
piotains and calcium fluxes. 
1 5 Quinazoline derivatives wfaicb are inhibitors of VE<ff reoeptw lyrosine kinase axe 

described in iitemational Patent Application Publication No. WO 00/47212. In WO 00/47212 
con7iHC»iinds are described wiuchi^sses^ activity against VEGF receptor tyrosine kinase (VBCS^ 
RIK). 

AZD2171 is 4-(4-flmjro«2-meaiy]indol-5-yloiy)-6-metho7cy-7-^ 
20 yl)piapoKy)quinazoline: 





AZD2171 

AZD2171 is Example 240 of WO 00/47212, AZD2171 is a very potent inhiT>itor of 
KDR and also has some activity against Flt-1 . The IC50 value for AZD21 71 inhibitian of 
26 KDR and Rt-1 tyrosine kinase aotivily, in recombinant enzyme assays in vitro, is < 2iiM and 
5nM respectively, AZD2171 has been shown to elicdt broad-spectrutn icfi-tunwwracSSl^ in' 
a range of models following once-daily oral administration. 

In WO 00/47212 it is stated that compounds of the inventLoa: 
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. '*in^ be ^plied as a sole &isapy or nugr invalva, in additbn lo a conjpwmd of the inveDliain, 
cmeorinoreoflifirsobstancraandAtttrefliaieats. SuchcaiqoujtlieBlmeiitmBybeadiievedby 
way of ilie dmultaneans, sequanlial or separate admii)istta;ii<m of llie mdividiial oompanenls o! 
die tFeatmsnt" 

5 WO 00/47212 thm goes on to describe exan^des of such coagote 

including surgery, ladiofterapy and vaiiouBlypes of cbeino&engieutic agent tndluding 
iuhibitOTs of growth factor functtcm. 

Nowhere in WO 00/47212 does it sugsest-Oie oombinatian of a conpoimd of Ifae 
invention and an ^dKmal growth ikitDr recsptor ^ir^^ 
10 of any disease state includtng cancer. 

Nowdiere in WQ 00/47212 is the speoifio conibinatian of AZIM171 and ZD1839 
Bug^sted. 

Nowhere in WO 00/47212 does it slate Oat ma of an; Ganq)aund of die iiwentiatt 
therein with odter treatments will prodace suqaisingly beneficial effeeta 
IS Unexpectedly and swprisingte we hapve now foimdfliatflie particular coa^^ 

AZD2171 used in combination with a partioular sedection &om the bcoad descdptlQa of 
combmatiomherapiea listed mWO 00/47212, namely wilfa ZD1839, produces signiiScaaay 
better effects than any one of AZD2171 and ZD1839 used alone. In parlicala^ AZD2171 
usedin combination with ZD1839 produces significanily better effects on solid tmnours than 
20 aoyoneof AZD2171and23>lS39usedalQn& 

ZD1839 is JV'«(3-><cldoro-4-fluprqphaq4)-7^raBth£ffly-6-(3- 

MOtphQlinopjqpoiiy^q niri agnltn -A- gmin a ; 



O*^ ^N^ 
ZD1839 

ZD1839 is also knovwi as Ireasa"* (Tftademark of AstraZeneca UKIinated) and it is 
an Bpidermal growth factor receptor (^GFK) lyiosine kinase inhibitor (TKI). ZDl 839 is 
described in Intemationel Patent Application Publicatiim No. WO 96/33980. 
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ta recent y eazs it has bsea discovered &at certain gcowtii fkctor lyioane Idnase 
enzymes are in^oitant in the transmission of biodhemical signals vdiich initiate cell 
replication. Hiey are large proteins which span &e cell membrane and possess an 
extracelliilar bmding domain for growth factors, for exaznple ihe epidermal growth factor 

6 receptor OBGFR) vMok binds spideonal growth factor (EX3?)^ and an intraceUular porticm 
wliich functions as a kinase to phosphcsylate tyrosine aminci acids in proteins and hsam to 
influence cell proliferatLoa 

E<!xPR is a member of the ecbB famfly of receptor tyrosine kinases, wiiich includes 
ECSPK, erhBlj erbB3 and erbB4^ and it is known that these receptor tyrosine kinases are 

1 0 frequently involved in driving the proliferation and smvival of tumour cdls (reviewed in 
Olayioye et al., EMBO J., 2000, 19, 3159). One mechanism by which ^is can be 
acconq^lished is by overexpression of the receptor at tiie protem levi^ generally as a result of 
gene amplificatton. This has been obsers^ed in many common human coincers (reviewed in 
Kl^er et al., Adv. Cancer Res., 2000, 77» 25X such as breast cancer (Sainsbuiy et al.» Brit I. 

15 Cancar, 1988, 58, 4S8; et al.. Oncogene lies., 1$&8, 3, 21; Slamon et al.. Science, 

1989. 244, 707; Klijn et al.. Breast Cancer Res. Treat.^ 1994^ 29, 73 and reviewed in Saloxxum 
et aL, Grit Rev. Oncol. Hematol., 1995, 19, 183), nooa-small cell lung cancers (treCLCs) 
including adenocarcinomas (Cemy et aL, Brit J. Cancer, 1986, S4ji 263; Reubi et al.» lat J. 
Cancer. 1990, 45, 269; Rusch et al., Cancer Researchi 1993, 53, 2379; Brabender et al» Clin, 

20 Cancer Res,, 2001, 7, 1 850) as well as o&er cancers of the lung (Elendler et al.» Cancer Cells, 
1989, 7, 347; Ohsaki et a!., Oncol. Rep., 2000, 7, 603), bladder cancer (Neal et al., Lancet^ 
1985, 366; Chow fit al., Clin. Cancer Res., 2001, 7, 19S7, Zhau et al., ^4ol Cardnog., 3, 254), 
oesophageal cancer (Mukaida et al.. Cancer, 1991> €8, 142), gastrointestinal cancer such as 
colon, rectal or stomach cancer (Bolen et al., Oncogene Res., 1987, 1, 149; Kfptanovic et al,^ 

25 Gastroenterology, 2000, 112» 1103; Ross et al., Cancer Invest, ZOOl, 19» 554% cancer of the 
prostate (Visakoipi et al., HistoahenL J., 1992, 24, 481; Kumar et al, 2000, 32, 73; Scher et 
al., J. Nail Cancer Inst, 2000, 92, 1866), leukaemia (Konaka et al., Cell, 1984, 37, 1035, 
Martin-Subero et al,, Cancer Genet Cytogenet, 2001, 127, 174), ovarian cancer (JHellstrom et 
aL^^sfflbCiw^ cfflicer (Shiga etaL, Head Neck, 2000, 22, 

30 599) and pancrea:tic cancer (Ovotny et al, Neoplasms, 2001, 48, 1 88). 

It is widely believed that as a consequence of the dysfunctional regulation of one or 
more of these receptors many tumours become clinically more aggressive and this correlates 
wiOi a poorer prognosis for flie patient (Brabender et al, Clin. Canc^ Res., 200U 7> 1850; 
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Ross et al. Cancer Investigation, 2001, 19, 554, Yu et al., Bioessays. 2000. 22.7, 673). In 
addition to these dinical findings, a weaUh of pre-dinical infonnatian snggests that the eitB 
famsfy of recQjtor tyrosine kinases are involved in cdluLar tranafonnstitm. "TliiB includes the 
observations that many tumour eel lines overexpt^ one or more of Uw erbB wceptcos and 
5 Aat E<^R or erbB2 when ttansfected into non-tvanour cells have the ability to traosfoxm 
these cells, la addition to this, a number of pr&^ical studies hove demoustcated ftat 
anii^jrolifiarative effects can be induced by knocking out one or mote eibB activities by smaU 
molecule inMbitorg, dominant ne^tives or inhihitoiy aatibodieB (zeviewed in Mendeilsohn et 
al.. Oncogene, 2000. 19, 6550). Thus it has been recognised that lohibttoas of tiiese reeeptor 
1 0 tyiostae kinases should be of value as selective inhibitors of the pioliferadoai of manmialian 
cancer oeUs (Yaiah et al Soiree, 1988, 242, 933, KoKbaba e< a/. BioobimiGB etBiophysica 
Acta, 1997, 133,F217-F24B; Al-Obeidi efa/.2000, Qacogene, 19, S690-S701; MmdelsoiblLdf 
al, 2000, Oncogene, 19, 6550-6565). Jo. addition to this pre-dinical data, ttie use of inhibitmy 
antibodies against EdFR and erbB2 (c-22S and trastuzumab i^ctively) has piovea to be 
1 S beneficial in die clinic for the tteatment of selected solid tumours (reviewed in Memlelsohn et 
rti, 2000, Oncogene, 19, 6550-6565). 

- It is believed that members of the exbB type rec^tor tyrosine kinase family be 
implicated in a mnnbat of non-malignant proliferative disotdecs because air^lifliation and/or 
activity of erbB receptor tyrosine kinases has been detected in psodasis (Ben-Bassa:^ Curt. 
20 Pharm. Des., 2000, 6, 933; Sder et al., Sdencei 1989. 243. 811), benign prostatic hypeiplasift 
(BFH) (Kwnar et A. Int. Urol. Nephid.. 2000, 32,73), atiieioscLerosia and restenosis 
(Bokemey^ et al., Kidney Int, 2000, 58, 549). It is tiietefofa enpotitsd that inhibilius of erbB 
type receptor tyrosine kinases will be useful in the troatmsnl of these and otfier non-malianant 
disorders involving excessive cdlularprohfeiration. 
2fi It is known ftom International Patent Application PutiUcation No, WO 9^3980 that 

ZDl 839 possesses EGF RTK inhibitory activity (J R Woodbum etalxa. Pioc. Amer. Assoc. 
Canft Res., 1997, 38. 633 and PhazmBcol. Hier., 1999, 82, 241-2S0) and ia an inhilntDr of flie 
prdlifwation of cancer tissue. 

Itis staledin WO 95/33980 lhat conqwunds of the iuvantioa. wbichindudeZD1839, 
30 may be given ctngoinay with otha: cancer-therapies. It states therdn 

"The anti-proliferative treatment dejSned herdnbelbre mt^ be qipUed as a sole therapy or 
msiy involve, in addition to die quinasDoline derivative of die invention, one ot mors otiier 
anti-tmnour substances, fbr example cytotoao or <^tostatio anti-tinnour substances, for 
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example those s&Lected torn, for exampis, initotic iohibilors, for esanogE'le vmblB^tiiie, 
viadesixie mi viuorelbme; tubulin disas5e]xtf)ly ichibifots susli as taxol; alkylating agents, fbr 
example ds-platixi,. carbaplatin aad cydophosphaxnide; antunetaboUtas, fiar examisle 
S-fluoroutacil, tegsfur, metfaotreKate^ cytosine arabinoside and hydroxyurea, csr^ for exaxnple, 
6 one of tike prefened antLiOjetabDlites disclosed in Butopean Patent Application No. 239362 
such ^ N-'{S-[Ji-(3,4-dihydxo-2-me(hyl-4-oxoqiunM^ 

methylainino]-2-1hienflyl}'-I^gLut^ acid; imercalatbs antibiotics, for example adnamydn^ 
mttonoydn and bleonordn; enzymfis, for eKaxnple asparaginase; topoisomerase ichibitois, for 
flfi fsirnp lft etoposide and camptottiedn; biolo^cal response modifiers, for example interferon; 

1 0 anli-hormonea» for example antioestrogens such as tamoxifeD, for example antiandiogens 
such as 4^-qrano-3-(4-fluarophenylsulphonyl)-Z-hydxoxy-2-4n^ 
piopionanilide or, for exanq)le LHBH antagonists or LHBH agonists such as goserelin, 
leuprarelin or buserelin and homume synthesis inhibitors, for example aromatase inbibitolS 
such as those disdosed in European Patent Application No. 0296749. for example 2»2 -[S- 

15 (lH-1,2,4- tria»14-ykne%l)-l,3i>henylcne]bis(>toelhylpropi^^ and, for exaiBple, 
inhibitors of So^reductase audi as 1 7B"(K-tait»butvlcarbainoylV4-a2a-5a«androst-l-Bn"3- 
one." 

Nowhere in WO 96/33980 does it suggest any ccmximation of an EOF RTE. inhibitor 
wilh a VECa' RTKinhibitor for the treatment of any disease stats including cancer. 
20 International Patent Aipplioalian Publication No. WO 02/41 &S2 describes, generally, 

combinatioxis of agents which decrease VEGF activity and agents vdiidi decrease BGF 
Bcttvily . A study ha£ been carried out examining co-administratinn of antibodies to KDR and 
EOEIL(Shahaen» et al, Brit J. Cancer, 2001, 8S, 384^589). 

Une3q)ectedly and surprisingly we have now found that fhe partioular oompound 
25 AZD2171 used in combination widi fhe particular compound ZD1839, produces stgoificantly 
better enti«4uinoor eiSfects than each of AZD2171 and ZD1839 used alone. 

Anti-cancer effects of a method of treatment of the present inventLoa indude, but are 
not limited to» anti-tomouT <^ects, &e response rate, die lime to disease prog^ression and the 
suiyiydjrate,_Anti^i^ 

30 but are not limited to, itihibition of tumour growth, tumour growth ddiQ^, regression of 
tumour, shtiskage of tumour» increased time to regrowth of tumour on cessatian of treattnen^ 
slowing of disease progression. It is expected that when a method of treatment of the present 
invention is administered to a waim-blooded gyij-mnl such as a human, in need of treatment for 
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cancer, laviih Of without a solid tumour, said method of treatmwit wU produce an sfiFect as 
measured by, for exaoiple, one or more of: the extent of the anti-tumour e;&ct, the leqKxnse 
rate, the time to disease progression and &e survival ratd. 

According to the present invwtion there is provided a method for Ihe producstion of an 
6 antiangLogenio aad/or vascular praieability tedudng effect in a warm-blooded anttnal such 
as a human, which comprises administering to said animal an effectiv© amount of AZD2171 
or a pharmaceutically acceptable salt thereof, before, after or simultaneously Wtb an effective 
amount of ZD1S39 or a pharmaceuticflUy acceptable Bait thereo£ 

According to a finther aspect of die present invention there is provided a method for 
10 the treatment of a cancer in a wami-blooded animal such as ahumaa, whidb coniprises 
administering to said animal an effective amount of AZD2171 or aphannaceudcally 
acceptable salt thereof, before, after or simultaneously widi an effective amount of ZD1839 or 
• a pharmaceuticaUy acceptable salt thereof. 

According to a further aspect of the preset invention there is provided a method &>£ 
1 5 the treatmeat of a cancer involving a solid tumour in a warm-blooded animal such as a 

human, ^ch comprises admitristsring to said animal an effective amount of AZD21 71 or a 
phamiaceutically acceptable salt th^eof, before^ after or sinmltaneousbr with an effective 
amount of ZDl 839 or a pharmaceutioally acceptaible salt thereof. 

According to a further aspect of Ihe present invention there i? provided a method for 
20 the production of an antiaagiogemc and/of vascular permeabiUly reducing effect in a warm- 
blooded animal such a& a human, which comprises administering to said animal an efiEective 
amount of AZD2171 or apharmaceudoally acceptable salt thereof before, after or 
simTjltaneoufily with an effective amount of ZDl 839 or aphaimaceutically acceptable Salt 
thereof; wfaerebi AZD2171 andZDl&39 may each optionally be administetedto^tfaer with a 
2B phannaceutically acceptable exdpient or carrier. 

According to a further aspect of the present invention there is providBd a method fiar 
the tceatmsitt of a cancer m a warm-blooded animal such as a human, which comprises 
administering to said animal an efifective amount of AZD2171 or a phsrmaceutically 
acceptable salt thereof, before, after or shmiltaneously wilh an eflectiva amount of ZDl 839 or 
30 a phannaceutically acceptable salt Aereof, wherem AZD21 71 and ZD1839 may each 
optionally be administered together wi& a phannaceutically acceptable excipient or oaniear. 

According to a furflier aspect of flie present invention tiere is provided a medmd for 
the treatment of a cancer iavolvina a aolid tumour in a warmAlnngleri anitrtal annK bq a 
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hviman, vghich ooaxpdses adtninktfflng to said rniimal m effective amount of AZX>2171 or a 
phannaceutically accq^teble salt iher eaf, before^ after or simultaneously ^th aoa effdctiye 
amdntit of ZD1839 or aphaimaceutically acceptable salt thereof; vvherein AZD2171 and 
ZDI83 9 may eaoh optiooaUy be admimstered togetber vvWi a phaimajceatiBally acceptable 
6 exci]»eiit or carrier. 

According to a further aspect of die mvention diere la ptovided a pharmaceutlGal 
composition ^^ch compriges AZD2171 or a phannaceutically acceptable salt thereof^ and 
ZDl 839 or a phamiaceutically acceptable salt fli^eoi^ ia asaociodon with a phannaceutLcally 
acceptable esdpient or cam^. 
1 0 According to a further aspect of die present invmtion there is provided a conibination 

pxoduct cospriising AZD2171 or a pharmaceutically acceptable salt thereof and ZD1839 or a 
phaimaceutically acc^table salt thareof, for use in a method of treatment of a human or 
ammal boi^ by therapy. 

According to a farther aspect of iha prestent invention &ere is provided a kit 
1 5 compriBing AZD2171 or a pharmaceutically acceptable sab thereof, and ZDl 839 or ^ 
fALamiaoeuticaUy acceptable salt thereof. 

According to a further aspect of die present ioveotion there is provided a kit 
eompiising: 

a) AZD217I or aphannaceatically acceptable salt thereof in a first imit dosage fi>mi; 
20 b) ZDl 839 or apharmaceutiGalLy acce^itabld sett thereof in a seoood wit dosage form; 

and 

c) container means fbr containixkg said first and second dosage focms. 
According to a further aspect of the ineseni invention there is pmmded a kit 
compnsmg: 

2S a) AZD2171 or a phannaceutically acceptable salt thereof^ together with a 

phannaceutically acceptable exdpietit or carrier, in a jSrst unit dosage form; 

b) ZDl 839 or a pharmaceutically acceptable salt thereof together with a 
pharmaceutically acceptable excipient ot carrier, in a second unit dosage form; and 

c)_c»ntainCT^ seco nd d osage forms. 

30 According to a further aspect of the present invention Ihere is provided die use of 

AZD2171 or a pharmaceuticaUy acceptable salt thereof and ZD1839 or a pbarmaceutioally 
aec^table saltthereof in the manufacture of amedicammt for use ia Reproduction of an 
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S 

azLtiangiofieiiio and/or vasculur permeabilily redacitig efifect in a wans^blooded aoiinsil such 
aaahmxiaji. 

According to a further aspect of die pT9sent invention ihfsate is provided tfie use of 
A2X>2171 or a phannaceulically acceptable sak 4iereof and ZD1B39 or a idiamiaceutically 
S accq)fable salt Ifaereof in tte mguiufacture gf amftdjcament fig nse in ihe production of an 
anti-Dancer effect in a warm-blooded animal such as a human. 

According to a furiiher aspect of ifae present myentLoai there is provided the use of 
AZD2171 or a pharmaceuticaUy acceptable salt thereof and 2331839 or a pbaxmaceutically 
acceptable salt thereof in tha manufachire of a medicament far use in the pioduction of an 
10 anti«tumonr efiBsct in a warm-ihiooded animal such as a h^ Tmaw 

According to a finth^ aspect of the present iovenfcLon tfiere is pnrvided a tiierq[>euiic 
Gottkbination treatment coxxxpxisinji ihs administraiion of an efibctive amount of A2«D2171 Of a ' 
phaimaceulicaUy acceptable salt thereof, optionally togetiier vri& a pharmaceuticaUy 
acceptable exdpisat or carder, and the sinndtaneous, sequential or s^arate admrnistcatLon of 
15 an efiCective amount of ZD1839 or aphazmaceudcally acceptable salt Ihereof; inbeiein 
2Z>1S39 may optional^ be administered togedier vriifa a phaanaceutically acceptable 
exdpient or carder^ to a wazm-Uooded aninuil such as a human in need of such the ra peui i c 
tceatmsnt 

Such therapeutic treatment includes an antiangiogebic and/or vascular pexmeabiUly 
20 effect, an anti-canoere£fect and an anti-tumour ef&ct 

A confl^ination treatment of ^ present invmtion as defined herem may be achieved 
by waQT of the simuLtaaeous^ sequential or separate admimstmlian of the individual 
components of said treatmoit, A combination treatment as defined herein may be applied as a 
sole therapy or may involve surgeiy or radiotfaeis^ or en additioatial cfaemotharapeutic agents 
26 in addition to a combinatkm treatment of the invention. 

Stirgety may corcqprise die step of partial or complete tumour rejection, prior to, . 
during or after the administration of the combination treatment with AZD21 71 described 
herein. 

Oftier chemofjicrapsutic agents for optLotial use witii a combmation treatment of the 
30 present inventiou include tiiose described in WO 00/47212 which is incorpoxated hereby 
re&retioB. Such chemotherapy m^ coveor five main categories of thecqpeutic agent 

(i) other ahtiangiogemc agents inoludix^ vascular targeting agents; 

(ii) cytostatio agents; 
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Qn) biological tespottse modifiers (foi example kkt^eron)^ 
(iv) antibodiea (for e7?:aniple edrecolomab); and 

(y) an fpt^ltf&r ariWantineoplflstio dmgs md combinatioiis iSieieof, a5 "used in medical 

5 The adtnbu^ttation of a triple combination of AZD2171, ZD1S39 and ionisinB 

radiation may produce effects, such as anti-tamDur effects, greater fiian tiiose achieved wi& 
any of AZDZl?!, ZD1S39 and ionising ladiation used alone, greater than those achieved wifli 
the comhinatLon of AZD2171 and ZD1839, greater than those achieved with the coniblnatioii 
of AZD2171 ionising jadiatLon and greater than those achieved with (he combination of 
ID ZD1839 and ionising radiation. 

According to the present invejation tiiere is provided a method for the production of an 
antiangiogenic and/or vascular penneabiliiy reducing effect in a warm-blooded animal such 
as a humaiu vMch comprises adnnniated!ing to said animal an effective amount of AZD21 71 
or aphflimaceutically acceptable gait thereof; hrfore, after or shnultaneoualy vri^ sn effeolive 
1 S amoutit of ZD1839 or a phfinnaceutically acceptable salt thereof and before, after ot 
simultaneously vnik an effective amount of ionising radiation. 

According to a further aspect of ttie present invention there is provided a method for 
the treaimegat of a cancer in a warm-blooded animal smsh as ahuman, vrfbich conqjrises 
admmistenng to ^aid animal an effective amount of AZD2171 or a pharznaceutically 
20 acceptable salt thereof^ before, after or piniultaneously wifli an effective amount of 25151839 or 
a pharmaceutioalJy acceptable salt Aereof and beExre, after or sumiltaneously with an 
effective amount of ionising radiadon. 

According to a fur&ei aspect of llie present inveoticia there is provided a method for 
the treatment of a cancer involving a solid tumour in a warm-blooded animal such as a 
26 human, which comprises admrnistermg to said ammal an effective amount of AZD2171 or a 
pharmaceutically acceptable salt thereof, b^ore, after or simultaneously witii an effective 
nmmmt of ZD1839 oT flphflrmacai^tieally acceptable sdt th^eof and before^ after or 
simultaneously with an effective amount of ionising radiatloa 

Aecosding.to. a furtl^^^ ^"^i^^^?: ^ provided a metfiad for 

30 the production of an antiangiogeriic and/or vascular permeabitity reducing effect in a warm- 
Uooded anitnal such as a human, ^idh counpiises administering to said animal an effective 
amount of AZD2171 or apharmaceulically acceptable salt thereof, before, after or 
simultaaeoudy with an effective amount of ZD1839 or aphamiaceulically acceptable salt 
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ihereof and befeie, after ox siniultaiieoualy with an e6^cscttVB Bmannt of ioddsmg radiadon, 
^;s4ier«iti A2Q02171 and ZDl 83 9 may eack optionally be admndsteied tosether witii a 
ttfiarmaceutically accqptable exoipLent or cancier. 

According to a f^irtfaer aspect of the prdsent mveotlon tibere is provided a medbod &r 
5 the treataient of a cmopr in a wann"blDoded animal smAi as a humm, which enm prig e^ 
adnmiistering to said asimai an eSw6vc aisount of AZE>ZI71 or aphaxmaomiticaUy 
acceptable salt tii«79of» before^ after or sitnultaneously mth an eflPective amount of ZDl 839 or 
aphannaGooiiGally acceptable salt Aereof and before, after or ainuiltaneoiis]^^ Tvhh an 
effsotive amount of ionising radiation, wherein AZD21711 and ZD1839 may each optionally 
1 0 be administered togetfier a phannaceutically acceptable exdpient or carrier. 

Aoaording to afurflier aspect of die piesentinvmtton thereis pnyvided ametbod&r 
the treatment of a caxicer involving a solid tumour in a ^vaim-blooded yw^wal guofa as a 
Imman, vM<ik con^Lses adtninistering to said aoiinal an efifeedve amount of AZD2171 ox 9^ 
phaimaoeuticBlly acceptable salt thereof, l>efbre, after or simuttaneoraLy mth an effective 
15 amount of ZDl 83 9 or apharmaceuticaliy acceptable salt thereof and hrfore, after or 
Bimultaiieously vdfh an effective amount of icmishsig tadiaiion, vsdieredn AZD2171 and 
'ZDl 839 msy mch optionally be administegced togedier widi aphaimaceiiticallfy acceptable 
exdplent or carrier. 

According to a finlher aspect of tibe present inveation tfiere is provided flie use oS 
20 AZD2171 or a phannaceuticaUy acc^lsble salt thereof and ZD1839 or a ^hainiaoeiitissiII(y 
acceptable salt ttiereof in the manu&otute of amedlcamieait for use in die production of an 
antiangiogenic and/or vasculax permeability reducing e£fect in a wann-blooded animal sudi 
as a humaa which is bemg treated with ionising radiation. 

According to a fonfaer aspect of ifae presmc inyention there is pcovided die use cef 
26 AZD2171 or apharmaoeurically accqjtafale salt thereof aid ZD1839 or a phannaceuticaUy 
aoceptaUe salt thereof in the manufaoture of a medicament fbr use in die pzodudioii of an 
antl-oancer effect m a vvarm-blooded animal sxich. as a human whidh is being treated "widi 
icmising radiation. 

According to a futther aspect of the pr^ent invention daere is ptovided the use of 
30 A2332171 or a phannaceutically accqjtable salt thereof and ZDl 839 or a phannacmtically 
acceptable salt dieieof ui due manufacture of a medicament for use in die production of an 
anti-tumour effect in a wann-blooded animal such as a human -vAdch is bdng treated with 
ioxiising radiatton. 
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According to a furfhsr aspect of the preset inveatiofi fkere is provided a theispeudc 
comldAAticxa treatment compti^g Ihe adinfaiist^ofi of an effective amoimt of AZP2171 of a 
phannaceuticaliy acceptable salt tfajereaf, optionally together vASi a pbannaceuticaily 
acc^table excipieat or carrier, and &e administrectlota of an effective amount of ZD1839 or a 
5 phaimaoeuticaUy acceptable aalt tHiercof^ optionally together a phaimceatically 
: acceptable exdpient or carrier and die administration of an effective amomt of icousmg 

radiation, to a warm-blooded aoimal $uch as a hiunan in need of sudti Iherapeudc treatment 
herein 1heAZD21 71, ZD1839 and ionising radiation may be administered simultaneously^ 
aequentiaUy or separately and in any order. 
ID A warm-blooded anixnalsiich as a himian winch is being treated wit^ 

radiation means a warm-blooded animal such as a human which is treated with lonifiing 
radiation before, after or at the sami^ time as flie administration of a medicament or 
' combinalian treatmeni comprising AZD2171 and ZDl 839. For example said ionisng 

radiation may be given to said warm-blooded animal suc^ as a himoan wLdiin the period of a 
16 w^ekbrfOtetoaweekafterfliBadministrattonof aniedioamentorcombina^ 

compriaing AZD2171 and ZDl$39. This means that AZD2171, 2D1839 and ionising 
xadiation may be administered separately or sequentially in any order, or mqr be admicisteied 
simultaneously. The waim«blooded animal may exp^ence fiie effect of eadi of AZD2171, 
ZD1839 and radiation simultaneously, 
20 Aocotding to one aspect of the present invention the Ionising radi^on is administered 

before one of A2X>21 71 and2D1839orafteroneof AZI32171 andZDlS39. 

According to one aspect of the present invention the ionising radiation is administered 
before both AZD2171 and ZP1839 or a£ter both AZD2171 and ZD1839. 

According to one aspect of the pEresent invention A2332171 is administered tc a waxm- 
25 blooded animal after the animal has been treated with ionising radiation. 

In another aspect of the present invention AZD2171 andZDI839 are dosed daily 
cosnanuously &r a longer period of time during vAsixix time ionising radiation, is administered 
periodically^ that is fbr a few days, for exaniile 1, 2, 3, 4 or 5 deiys at atima 

Accor dingjto_ano:thBr aspect of Ifae present invention^e^flfact trfj^^ of 

30 treatment of the preset invenlion is expected to be at least equivalent to the addition of the 
effects of each of the components of said treatment used alone, that is, of eadi of AZD2171 
andZD1839orof eachof AZD2171. ZD1839 and ionising radiation used alona 
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Aiscordizig to anodier aspect of Ih^ pissoit inventioii 1k& effbot of amethod of 
treatment oiibB pzesoxt invBation is expected to he greater than &e addition of the effects of 



trdabneot of ^he present invention is es^ected to he a Qmergistlc effect 

It should also be appreciated that according to tiae present faivmtiQn a comUnatioa 



measured hy, fat example^ Ihe extent of the reapoose, (he response rate, the time to disease 

1D progresfflonor the siPW^ period, to fliatacMev^^ one or other of the 

components of the combination treatannat at its conventional dose. For esanqple, the effect of 
'file comhmation treatment is syueigifitic if the e£fect is thenqpeuiiDBllyr superior to the effect 
achievable with AZD2171 or ZD183d ot ionising radiation alone. Further, the effect of the 
conibinatiQa treatment is sj^ergistio if a banefidal effect is obtained in a gioup ctf patients 

1 5 Ifaat does not fe^ond (or responds pooriy) to AZD2171 or ZD1839 or ionising radiation 
alcm. En addition, tbo efffect of tiie oorohination treatmjetit is defined as affording a 
synexgistic effect if one of the components is dosed at its conventional dose and fhe other 
component(s) is/are dosed at a reduced dose and the thetapeutio effect^ as measured by, £9r 
exan^e, the extent of the response;^ the response rate^ ttie time to disease progressian or the 

2Q survival period, is eqmvalent to that ai^ 

components of the conibinatLon treatment In particular, synergy is deemed to be present if 
the cuuvtintional dose of AZD2171 or ZD1S39 or ionising radiation may be reduced witfiout 
detriment to one or more of the sTctent of the response, the response rate, tiie time to disease 
ptfogressdon and survival data, in particular vnthout detrimeiPt to the duration of &e response, 

25 but with f&wex and/or less troublescnne side-eSbets than those that occur when conventional 
doses of each conxponent are used. 

As stat^ above ftke oombinatiQn treatments of the present invention as defined herein 
• are of inters for thedr antLangiogenic and/csr vascular pemieafaility effects. ComUnation 
treatments of die invention are ^eoted to be useful in the prophylaxis and treatment of a 

30 wide reqge of disease states where io apj p ropri ate angiogenesis occurs inclxuSng cancer 
including leukaemia, multiple myxoma and lyn^hoioa), diabetes, psoiiadis> riieumatoid 
arthrilis, Kaposi's sarcoma, haemangioma, acute and cbzonic nephropathies^ atheroma, arterial 
restenosis, autoinmxuae diseases, acute inflammation, lyiqphoedwia^ endometriosis, 



each of the conqponents of said treatment used alone, that is, of each of AZD2I71 and 
Z01B39 or of eadi of AZD2171, ZD1839 and Ionising radiation^ used dxm. 

Aceordmg to another aspect of the present invention the effect of a method of 



treatment is defined as affording a^nergistic effect if the effect is ttier^eurioally superior, as 
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dy sfiitustiatial uterine bleeding ocular diseases with retixial vessel proliferation inchKfing 
macular degeneration. In padiCTilar suoh combinaiictt treatments of ibe invention are 
expected to alow advantageously the growth of prinmiy axxd Tecurrant soUd tumours o£ fittf 
example, the colon, brei^t, prostata:, lungs and skin. More especially coiribination treatuents 
& of present invention are expected to slow advantageoudy the growth of tumours in lung 
cancer, particularly non-small cell Iot© cancer (NSCLC). More partioulady such 
oomibinadon treatments of the invention are ejected to inhibit any form of cancer associated 
with VEGF Including leukaemia^ mulitple my doma and lymphoma and also, for esample, to 
inhibit the growth of Ihose primary aad recunent aoKd turtM>urs which are assodated with 
1 0 VEGF, especially those tumours which are signiflcanlly dependent on VEQF for their growth 
and spread, including for eKairq^le, cestain tumours of the colon (mdudingi^ctum)^ kidney, 
breast, prostate, lung, vulva and skin, particularly NSCLC. 

In another aspect of Ihe present faKvention AZD2171 andZDl839. optionaUy with 
ionising radiation, are ejqpected to inhibit the growth of those primary and recurrent solid 
1 5 tamouis w4dch are associated with BGF especially those tumours which ai:e significanlly 
dependent on EOF for thdr growth and spread. 

In another aspect of the present invention AZD2171 and ZD1839, optionally with 
icmising radiation, are expected to inhibit the growflx of those primary and recunent solid 
tumours whidi are associated with both VEGF and BGF especiaUy those tumours which are 
20 significantly dependent on VEGF and ECF for their growth and sp^^ead. 

The compositions described herein may be in a form suitable for oral adndnistratian. 
for C5can?jle as a tablet or capsule, for nasal administration or administration by inhalation, for 
«?cample as a powder or solution, for parenteral btjeotion (iocl«ding intravenous, 
subcutaneous, intramuscular, intravascular or infusion) for example as a sterile solution, 
25 suspension or emulsion, for topical administration for exarople as an ointmeat or cream, for 
rectal administration for example as a suppository or the route of administration may, be by 
direct inj action into the tumour or by regional delivery or by local delivery. In odier 
embodimemts of the present invention the AZD2171 and ZDl 839 of the combination 
ttaatment maybe delivered endoscopically, hitratracheally, intralesionally, percutmeously, 
30 intravenously, subcutaneously, intraperitonedly or intratumoutally . PreforalSy AZD2T7ris 
administered orally. Preferably ZDl 839 is admmistered orally, in general ttxe compositions 
described herein may be prepared in a oonventUmal manner using conventianal excipietrfs. 
The coinpositlons of the present invexMicn arc advantageously presented in unit dosage form. 
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AZD2171 will normally be administeared to a warm-blooded animal at annit dose 
wllhla ib& range l-SOmg psar square metre body area of the animal, foor exan^le proximately 
0.03-1 .5 mg/kg in a human. A unit dose in "ftie r^nge, for exainple, 0,01-1 ,5mg%:g, preferably 
O.OS-O.Sn^g/fcgisetivisagedandthisisMrmaUy alh^ Aunit 
6 dosage fcrm such as a tablet or capsule will usually contain, for exatnple l-SOmg of active 
ingredient Pre&rfiMy a dafly dose in tibe range of O.OS-O.Smg/kg is employed. 

For ZDl 839, a conventional tablet formulation may be used for oral administratian to 
humans containing 50 mg, 100 m& 250 mg cnr SDO mg of active ingredient Conveniently liie 
daily oral dose of ZD1839 is, for socample, in &e range 25 to 7Sp m& prefeiaWy in Ifae rax^e 

10 50 to 600 mg, more preferably in fhe range 100 to 400n:bg. 

Radiotherapy may be administered according to the known practices in clinical 
radiotherapy. The dosages of ionising radiaticm will be those known for use in clinical 
radioflierapy. The radiation therapy used will include for example the use of y-rays, X-i^ys^ 
and/or the directed deliveiy of radiation fiom radioiddtopes. Other forms of DNA damaging 

15 factors are also included in the present invention such as miciowavcs and UV'irradiatiQa For 
exan^le X-rays may be dosed in daily doses of 1.8-2.0Gy, 5 deys a week for S-6 weeks. 
Normally a total fractionated dose will lie in the range 45-60Gy. Single larger doses, fiw 
exan^le 5-lOGy may be admitriatBred b£I part of a course of Tadiotfaarapy. Single doses ms^ 
be administered intraoperatrvely . Hyperfradiaiiated radioflier^ may be used whereby email 

20 doses of X-rays are administered regularly over a period of time, fer example O.lQy per hour 
over a nuraibeff of days. Dosage rmges for radioisotopes vary widely, and depend on the half- 
life of the isotope, the strength and typ^ of radiation emitted, and on the uptake by cdDta. 

As stated above the size of the dose of each ther^ ^ch is required fbr'&e 
therapeutic or prophylactic treatment of a particular disease state will necessarily be varied 

2S depending on the host treated, the rotile of administration and the sevexify of the illness being 
treated. Accordingly the optimum dosage may be determined by the practitioner vwho ia 
treating any particular patient For escample, it toay be necesaaiy or desirable to reduce ibo 
above-mmtioned doses of the oonqioaQents of the combindtion treatments in order to reduce 
toxicity. 

30 The present invention relates to ogmbinatinns of ZDl 839 or a salt thereof with 

AZD2171 or with a salt of AZD21 71. 

Salts of ZD 183 9 for use in pharmaceutical coa^ositiona will be ptharmaceutically 
acceptable salts, but other salts may be useful in the production of ZD1839 and its 
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phaimaceutically acceptable 5alt$. Salts include, for cssample, an aold-additum salt of 
ZD1839y fear ejcansple, a mono- or di-acid-addition aah with, for exaiiapl©, sssx inor^nio or 
organic add, for exainpl© hydrochloxb, hydjobfOfflic, sulphiirio, phosphoric, trifluoroacetto, 
citric, maleio, tertanc, fumaric, melhaii^esulphomc or 4-toluenesnlphoiiio add. 
S Salts of AZD2171 fax use in pharmacratilcal compositions will be pharmaceutically 

acceptable salts, but other salts may be U9eful in Ifhe production of AZD2171 and its 
pharmacsutically acceptable salts. FharmaoButically acceptable salts may^ for example, 
indudB acid Edition salts. Such add addition saltd include fbr example salts vrith inorgaiuo 
or organic adds af&rding pharmaceutically acceptable anions such as with hydrogen halides 
10 or Twth sulphuric or phosphoric add, or vvitlitiifluoroacetic,dt^^^ In addition 

pharmaceutically acceptable gaits may be foimed wi4 an inorganic or organic base which 
affords a pharmaceutically acceptable cation, Such salts inorganic or organic bases 
indude for example an alkali metal salt, such as a sodium or porta^sium salt and an alkaline 
earth metal salt such as a calcium or magnesium salt 
1 5 AZD2171 may be synthesised accoidmg to the processes desaibed in WO 00/47212, 

in particular Aiose described in Example 240 of WO 00/47212. 

ZDl 839 may be synfhesised according to any of the known processes <br making 
ZDlg39. For exasiple ZDl 839 may be made according to die processes described in WO 
96/33980 (See Exanples 1, 10 and 24-31). 
20 The following tests may be used to demonstrate &e activity of AZD2171 in 

combination with ZDl 839. 

Human A431 vulval oardnoina tumour xenogp fli^ in Nude mice 

5 X 10^ A431 tumour cells in 0.1 ml of aenim 6ee Dulbecco^s Modified Eagle's 
Medium pMBM) were injected sutcutaneously (s.c-) into the flank of each a&ymic {nu/m 

25 genotype) mouse. Eleven days after inoculation tumour? were exdsed and dissected to 
generate cubic tumour ftagments of 0.5 - 1 nm^, whidi were implanted into furflwr nude 
mice fbr a therapy experiment Tumour voluKoes were assessed by bilateral Vernier caliper 
measurement and, taking length to he the longest diameter across the tumour and width flie 
corresponding perpendicular^ calculated using ftranula (length x widft) x the sqtiaje root 

30 of (length x width) x (tc/V). Twenty dgjit days after^iplSntaffon^^ 

mean volume of 0.9cm^ mice were tceated with AZD2171 (3 mg/k&^admlnistration), ZDl 839 
(50 mg/kg/admimstratLon), or a combination thereof, orally (p.o.) daily for 24 days (day 28 - 
52). AZD2171. ZD1839 or the combmation, ware dosed at O.lml/lOg body weight, as 
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suspensioiis ixi 1% polysorbate SO (ie, a 1% (v/v) solution of poIyoxyethylenB (20) sorUfan 
motto-deate in deionised water). Inhibition of tumour growdi from the start of treatment was 
assessed cm day 4S (the point at which control azusckals were removed from the e^ettment 
because of tumour burden) by comparison of the difEerences in tumor votuxM between control 
5 and txeated groups. In addition^ the number of tumour regressions following 24 d^s of 
treatmmt was ascertained (tumour regression being evident if the tumour volume tAdsy S2 
wa^ smaller than die pre-treatment value on dag 28). 
Table I 



TcctSwisBxt 


Mean % lohitntioiiof tumovr 
gFovmk &llov«iDS 17 days of 
trdattufiflt (ttaatmsat ftom day 
2S to day 45) 

[P valw by two-tailed t'test] 


Nucnber of tumoura 
iQgfiesBing after 24 di^s 
of trestment (treatiBAtit 
£ram day 28 to day 52) 


days 28 - 53, P.O.) 


95yo(P<0.001) 


2/10 


da97s28-S3.p,o,) 


94% (P<0.001) 


. 2/10 


AZD2171+ZD1839 


141%(P<0.001) 
(i.e, 41% tumour zegressian) 


10/10 



10 The combinatLon of AZD2171 wilh ZD1839 produced a greater inhibition of tumour 

growth than each of AZ[D2171 and ZD1839 alone (JP<0,Q05 versus either AZD2171 or 
ZD1839 alone at day 52; one-tailed t-test). Li contrast to treatenent with AZD2171 or 
ZD1839 alone, regtessiaa was induced in all A431 vulval carcinoma xenografls treated witii 
the combination of AZD2171 and 2Dia39. The magnitude of tumour regression mduoed by 

1 S the combination (calculated by comparmg the pre-treatment tumour volume (day 28) with the 
volume following 24 days of treatment (day 52)\ reached S5 ± 3 % (mean ± SB) by the end 
of the CTEperimcnt 



The data is shown graphically in Figure 1, 
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1. A method for ibsi production of aft ^ntiangiogenio and/or vascular permeability 
redudttg effect in a waim-Uooded animal sudi as ahuman, which compriseB adnrnriBtering to 

5 sdd aramal an effective amonirt of AZI52171 or a pharmawMtioaUy acceptable salt fceieof, 
before, after or simultaneously witib. an effettive amonnt of ZD1839 or aphannacewticany 
Boceptabla saUthsreoE 

2. A method fiw &e production of an antiangio^c and/or ^rasculat permeability 

10 teducing effect in a wa«a-bloeded animal such as ahuman, which courses admniistering to 
said animal an effectivts amount of AZDJITI oc aphaimacewtically acceptable salt thereof, 
before, aftsr or sinmltancously with an effective amount of ZD1839 or aphaimaceaticaUy 
acceptable salt Aeceof andbefcre, after or sSmultaneoudy with an effective anoount of 
ioniah^iadiatian. 

IS 

3. A method for die treatment of a cancer in a warm-blooded animal suoh as a human, 
TtAiich comprises adrninistering to said animal an afBective amount of AZD2171 m a 
pliannacsutically acceptable sah thereof, beEoro, after or Binwltaneously with an effecttve 
BinoTOt of ZD1S39 or a ptxarmaoeutically acc^table salt thereof. 

20 

4. A mefliod for die treatment of a canoef in a wann-blooded animal such as a human, 
«Aiioh compiifles administering to said ammal an effective amount of AZD2171 or a 
phannaceuticaUy acceptable salt thereof, before, after or amultaneoualy widi an effective 
amount ofZDl 839 or aphamiaceutically accaptable salt thereof and before, after of 

26 siimiltaneoualy widi an efifectiYe amount of ionising radiation. 

5. A method for ihe treatment of a cancef involving a solid tumour in a warm-blooded 
animal such as ahuman, which oon^nses adnumsteraig to said annual an effective amount of 

^2352171 pjLajJhaOT^ befiffe, a fter or simultaneously with 

3D an effective amount of ZDl 839 or a phannaceutically acoqpteWe salt diereo£ 

6. A method for *wi treatmeot of a cancer involvitig a soUd tumour in a wajttn-*lood©d 
animal such as ahmnan, which coniprises administering to said anunal an eBfiective ammmt of 
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A2a)2171 or a plwEDaaceiitically acceptable salt thereof, before, after or amultaiieoiisly with 
azx eEfective amouirt of 201839 oraphanmaoButically acceptable salt thereof and before, after 
or simultaneously with an effective anuximt of ionising radiaticHi. 

5 7. A pharmaceutical compositum which coinprises A2D2171 or a phannaceutically 

acceptable salt thereof, and ZDl 839 or a pharmaceutically acceptable salt 1hereo£ itx 
associaiioii with aphannaceutically acceptable eTccipient or carrier. 

8. A kit cofflprifiing AZD2171 or aphaimaceuticaUy accBptaWe salt fliereof, and 
10 ZDlS39ora|dtaimaceuticaUyaccqytablesaltlh^ 

9.. Use of AZD2171 ot apharmaceutlcaUy acceptable salt thereof and ZD1839 ot a 
phamaacfiuiically acceptable salt thereof in the manufacture of a medicament for use ix^ the 
production of an antiangiog^c and/or vascular pBrmieahility redudne effect in a 
1 5 wami-blooded smimsA such as a huxnon. 

10. Useof AZ1>2171 orapharmaceutically accq>tahleadt thereof said ^ 
^armaceutLcally acceptable salt thereof in the manui^ctuie of amedicamjent for use in foe 
production of an antiangiogenic and/or vascular peameability reducing efiEect in a 

20 waim^bloodedanimdsuchasatajmanvvhichisbei^ 

1 1 . Use of AZD21 7r or a pharmaceutically acceptable salt thereof and ZDl 839 or a 
pharmaceutically acceptable salt fliereof in the manufacture of a medicament for use in the 
production of an anti-oancet effect in a ivaim-blooded such as a humm. 

25 

12. Use of AZD2171 or a pharmaceutically acceptable salt thereof and ZD1839 or a 
phannaceutically acceptable salt thereof in the manufacture of a medioameat for use in fo© 
production of an anti-cancer effect in a warm-Uooded animal suck as a human which is being 
treated mth ionising radiatLon 

30 

13. Usedf AZD2171 or a pharmaceutically acceptable salt thereof and ZDl 839 or a 
phannaceutically acceptable salt thereof in foe mattufocture of a medicament for use in fos 
produetion of an anti-tumour effect in a warm-blooded animal such as ahumaa i 
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14. Useof AZD2171 orapharniaMutioally acceptable salt th9t«rfaiidZD1839 Of a 
phannaceuticaJJy acceptable salt thereof in the maaufiwrture of a m^Acmsat frar use m As 
pioductioa of an anti'tamour ©fifect in a wam-blood^d aoiniBi such as ahuman wliidiis bdng 
5 treated with iomsii^iadiHtUHi. 
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